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é DEPARTMENT OF HEALTH & HUMAN SERVICES ) Public Heslth Service
Foed and Drug Administration

Rockvilie, MD 20857

Attcntion:

Dear
Reference is mode 10 your for
Zoncgran (zonisamide) capsules 10

" “lo obtain nceded pediatric information on zonisumide, the Food and Drug Administration (FDA)
is hereby making a formal Written Request, pursuanl to Section SOSA of the Federal Food, Drug,
and Cosinctic Act (the Act), that you submit infermation fom the following studics:

Iype of studies: ,

Study 1: Pediatric Efficacy and Safety Study (1 month to 16 years)
Study 2; Pediatric Safety Study (1 mooth to 16 ycars)

Study 3: Pediatric Pharmacokinctic Study (1 month to 16 yrars)

‘Indicarion to be studled (i.e., objective of cach study):
Study 1: To cstablish the efficacy and short-ter safety of zonisamide as adjunctive therapy in

the Ireatment of partial seizurcs in pediatric paticats ages | month 1o 16 years.

Study 2: To dotcrmine the lopg-term safcty of zonisamide as adjunctive therapy in the rcatment
of partial scizurcs in pediatric patieuts, wc request a two sicp evaluation. . We ask that you first
study pediatric paticnts ages 5 1o 16 years, cnrolling coough patients to cosure that
approximatcly 100 are cxposed to zonisamide for a minimum of 6 months. Once the long-term
safety (sce study endpoints) of zonisamide has been adcequatcly ensured in this older pediatric
population and the Agency concurs in this assexsment, we ask that you study pediatric paticats
ages 1 montb up to 5 years. You should enroll ciiough paticats to ensuro that approximately 100

are exposed 1o zonisamide for 2 minimum of 6 montbs,

Study 3: To determine the sicady-state pharmacekinetics in pediatric parients ages 1 month to 16

years.
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Age group in which study(ies) will be performed: .
Study 1. Study 2, and Study 3: ] month to 16 years

For Study 3, we recommend that you conduct this study in two parts where you first study
pediatic patieats ages 5 to 16 years then study pediatric patients ages 1 month up 10 5 years.
Within these Lwo age groups, we ask that you curoll » sullicicnt number of paticats to adequatcly
characicrize pharmacokinetics of zonisamide and pediatric patients should be approximately
uniformly distributed across each age range.

Study endpoints:
Study 1: A single standard mcasure of seizure frequency should be chosen as the primary
ovtcomne measure and standard measures of safety (clinical-including signs aud symptonis- and

laboratory).

Study 2: Appropriately frequent standard measurcs of safety (clinical - including signs and
symptoms — and laboratory). Long-rcrmm safety nssessment would include baseline
cognitive/neuropsychiatric asscssment and follow-up cognitive/ncuropsychiatric asscssments
alter s1x months of therapy and again approximately six moaths later. In addition, appropriate
monitoring should be carried out 10 asscss the drug specific safety concerns described on the next

page-

Study 3: For the age group consisting of patients ages 1 month up 1o 5 years, population
pharmacokinetic study using sparse sampling upproach (approximatcly 3-4 blood samples per
paticnt in 3-4 time brackets instead of collection of blood samples at 3-4 fixed time points aftcr

the zonisamide dose) is recommended.

For the age group consisting of patients ages 5 10 16 year old children, the pharmacokinctic stady
in this age group could be either a traditional pbanmacokinctic study (frequent sampling) or a
population pbarmacokinctic study using sparsc sampling approach. If a sparse sampling

- approach is followed, the same principles described above for paticats ages | month up to 5
years should be followed. '

For studies in the age group defined zonisamide pharmacokinetic paramelcrs including Cmax,

tmax, AUC, 11/2, CLF and Vd/F <hould be calculated when possible. In addition, cffects of
covarigtes such as age, body-weight, body-surface arca, gender and concornitant medications on a7
O

zonisamide pharmacokinctic parameters such us apparent oral clearance (CL/F), apparcnt Jfb"
distribution volume (Vd/F) and elimination half-life should be smdied. /{7 5 i ,L

s e . '?
Lastly, the cffccts of other concomilant anti-epilepsy drugs (AEDs) on the pbarmacokinctics of ‘A fdf{? ‘
zonisamide (and vice versa) should also be cxurnined in pediatric patients. N }M vt -L{
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Drug information: .
Dosage form: Oral capsule for older pediatric patients or other age appropriatc formulation -
for youngcr paticnts.
Ronte of administretion: Oral
Regimen: To be detcrmined by the development plan

Drug specific safety concerns: '
Scrious rash, serious hematologic cvents, oligohydrosis, byperthermia, kidney stones, and effect

on renal function.

Statistical information, including power of study and statisticul assessments:

Study 1: Asscssment of the between group difference on a standard measurc of partial seizurc
frequeacy by a statistical methodology appropriatc to the data generated and a descrptive
analysis of the safety data. A sufTicient number of pediatric patients to be able to detect a
statistically significant difference between treatment and control should be included.

’ 4 gt

Study 2: Descriptive analysis of the safcty data,
Study 3: Descriptive asscssment of the cffcet of age on pharmacokinctic poramcters.

Labeling that may resalt from the study(ies): Appropriate sections of the label may be changed
to jncorporatc the findings of the studics.

Format of reports to be submiitted: Full study reports not previously submitted to the Ageacy
addreasing Ui issucs outlined in this request with full analysis, asscssment, and interpretation.

Timeframe for submitting reports of the study(ies): Reporis of the above studics must be
submitted to the Agency on or before April 1, 2005. Please remember that pediatric exclusivity
altaches only to cxisting patent protection or exclusivity that bas not expired at the time you
submit your reports of studies in response 1o this Written Request.

Please submit protocols for the above studies to an investigational new drug application (IND)
and clearly mark your submission “PEDIATRIC PROTOCOL SUBMITTED FOR
PEDIATRIC EXCLUSIVITY STUDY™ in large font, bolded type ul Ui beginniny vl the cover
Tetter of the submission. Pleasc notify us as soon as possible if you wish to cater into a written
agreemcnt by submitting 2 proposcd written ogreement. Clearly mark your submission
“PROPOSED WRITTEN AGREEMENT FOR PEDIATRIC STUDIES™ in lurge funt,
bolded type at the beginning of the cover letter of the submission. ‘

Repons of the studjes should be submiticd as a new drug application or as a supplement to an - '
approved NDA with the proposed labeling changes you belicve would bc warraated based on
the data derived from these stodics. When submitting the reports, pleasc clcarly mark your
 submission “SUBMISSION OF PEDIATRIC STUDY REPORTS - PEDIATRIC
EXCLUSIVITY DETERMINATION REQUESTED" in large font, bolded typc at the
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beginning of the cover lener of the submission and include a copy of this lctter, Plcasc also send
a copy of the cover lctter of your submission, via fax (301-594-0183) or messenger fo the
Direclor, Officc of Generic Drugs, HFD-600, Metro Park North 11, 7500 Standish Place,
Rockville, MD 20855-2773.

If you wish to discuss any amendments to this Writtcn Request, please submit proposed changes
and the reasoas for the proposcd changes 10 your application. Submissions of proposed chunges
to this request should be clcarly marked “PROPOSED CHANGES IN WRITTEN REQUEST
FOR PEDIATRIC STUDIES” in large font. bolded type at the beginning of the cover letter of
the submission. You will be notificd in writing if any changes to this Written Request arc agreed

vpon by the Agency.

3 We bope you will futfill this pedlatric study request We look forward to working with you on
" this matter in order to develop additional pediatric information that may produce health benefits

in the pediatric population.

If you have any questions, call J; acqueline H. Warc, Pharm.D., Regulatory Project Manager, at
301-594-5533. :

‘Sincerely yours,

Office of Drug Evaluation I
Center for Drug Evaluation and Rescarch



